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DETAILED ACTION 

The status of the Application 

This Office Action is in response to applicant's remarks filed on January 06, 
2009. Claims 1 , 3-38, 41 , 42, 46, 48 are pending in the application. Claims 2, 39, 40, 
43-45 and 47 are cancelled. Claims 3, 4, 6, 8, 10, 12, 14, 16, 18, 20- 22, 24-29, 31-34, 
36-38, 41 , 42 and 48 been amended. Claims 1 , 3-38, 41 , 42, 46, 48 were subjected to 
restriction and election of species. The details are below. 

Election and Restriction 

Applicant's election of Group I, claims 1, 3-19, 38 and 42 is acknowledged. The 
applicants elected the following species: a composition disclosed in Test Example 2 at 
specification page 33 - a) Compound (I) and b) antidepressant drug (fluoxetine 
hydrochloride, an elected species). Claims 4-7, 10-19 and 42 from Group I are 
withdrawn from further consideration as being drawn to nonelected species. 

Claims 20-37 and 46 (Group II) and claims 41 and 48 (Group III) are withdrawn 
from further consideration pursuant to 37 CFR 1 .142(b) as being drawn to a nonelected 
Groups, there being no allowable generic or linking claim. Applicant's election without 
traverse of the restriction requirement in the reply is acknowledged. The requirement is 
deemed proper and is therefore made FINAL. Claim(s) 1, 3, 8, 9, and 38 from Group I 
are examined herein insofar as they read on the elected invention and species. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 38 is rejected under 35 U.S.C. 102(b) as being anticipated by over 
Shimada et al (WO 99/12546), wherein English version US Patent 6,727,259 is 
being used. 

Shimada et al teaches a xanthine derivative represented by formula (I) (Column 
9 claim 1) as claimed in the claim 38, 8-(3,4-dimethoxystyryl)-1,3-diethyl-7-methyl-3,7- 
dihydro-1 H-purine- -2,6-dione. Examiner noted that the reference '259 further state 
formula (I) is used for treating neurodegeneration and it has antagonistic property to 
adenosine A2-receptor. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 1 02 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 
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The factual inquiries set forth in Graham vs John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1, 3, 8 and 9 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Greenlee et al [(WO 03/022283) IDS] in view of Shimada et al 
(WO 99/12546), wherein English version US Patent 6,727,259 as applied to claim 
38 above. 

The instant invention is drawn to a pharmaceutical composition comprising 
adenosine A2A receptor antagonist, a xanthine derivative and an antidepressant drug, a 
serotonin reuptake inhibitor. The claim 1 is drawn to a composition comprising a 
compound of formula (I) 8-(3,4-dimethoxystyryl)-1,3-diethyl-7-methyl-3,7-dihydro-1H- 
purine- -2,6-dione of formula (I) (an elected specie) and an antidepressant drug. Claims 
3 and 8 are drawn to a serotonin reuptake inhibitor and claim 9 is drawn to a specific a 
serotonin reuptake inhibitor fluoxetine hydrochloride (an elected specie). 

Greenlee et al discloses the composition comprising the combination of 
adenosine A2A receptor antagonist and an antidepressant drug (Title and abstract) as 
claimed in the instant claim 1 for treating depression. Greenlee et al also teaches that 
the antidepressant can be a selective serotonin reuptake inhibitor (page 20, line 21-23). 
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Further Greenlee et al teaches that the selective serotonin reuptake inhibitor can be 
fluoxetine (page 20, line 21-23). 

Although Greenlee is silent about the salt of fluoxetine, using the salt of the 
compound, fluoxetine hydrochloride, is obvious to one of the ordinary skill in the art 
according to the need. The salt formation provides a means of altering the physical 
properties such as solubility without modifying the chemical structure or biological 
properties. Moreover fluoxetine, in the form of fluoxetine hydrochloride is a well known 
antidepressant as 'Prozac' and it would be obvious to use either fluoxetine or fluoxetine 
hydrochloride in this art based on the requirement in the use. 

Greenlee et al do not specifically disclose adenosine A2A receptor antagonist as 
formula (I). 

Shimada et al teaches the compound 8-(3,4-dimethoxystyryl)-1,3-diethyl-7- 
methyl-3,7-dihydro-1 H-purine- -2,6-dione represented by the formula (I) (Column 9 
claim 1) a xanthine derivative for treating for treating neurodegenerative diseases 
including anti-depressive disorders and it is a well known adenosine A2A receptor 
antagonist. 

Therefore it would have been prima facie obvious to a person of ordinary skill in 
the art at the time of the instant invention to prepare the composition comprising 
adenosine A2A receptor antagonist and an antidepressant drug, fluoxetine, as taught 
by Greenlee et al, by substituting the adenosine A2A receptor antagonist with 8-(3,4- 
dimethoxystyryl)-1,3-diethyl-7-methyl-3,7-dihydro-1 H-purine- -2,6-dione as disclosed by 
Shimada et al. 
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One of the ordinary skill in the art would be motivated to prepare the composition 
comprising 8-(3,4-dimethoxystyryl)-1 ,3-diethyl-7-methyl-3,7-dihydro-1 H-purine- -2,6- 
dione and an antidepressant drug, fluoxetine because 1) Greenlee et al teaches the 
preparation of the combination, comprising adenosine A2A receptor antagonist and an 
antidepressant drug, fluoxetine. 2) Shimada et al teaches the compound 8-(3,4- 
dimethoxystyryl)-1,3-diethyl-7-methyl-3,7-dihydro-1 H-purine- -2,6-dione as formula (I) 
with adenosine A2A receptor antagonistic activity for anti-depressive action. Both the 
references teach the composition useful for treating neurological disorders like 
depression and neurodegenerative diseases. Therefore, one of ordinary skill in the art 
would have had a reasonable expectation of success to develop a pharmaceutical 
composition comprising the adenosine A2A receptor antagonist and fluoxetine as taught 
by Greenlee et al by substituting adenosine A2A receptor antagonist with 8-(3,4- 
dimethoxystyryl)-1 ,3-diethyl-7-methyl-3,7-dihydro-1 H-purine- -2,6-dione as taught by 
Shimada et al. 

Conclusion 

Claims 1, 3, 8, 9, and 38 stand rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MANU MANOHAR whose telephone number is 
(571)270-5752. The examiner can normally be reached on Mon - Thu 9.00AM to 
4.00PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-270-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MANU MANOHAR 

Examiner 

Art Unit 1617 

MM 



/YONG S. CHONG/ 

Primary Examiner, Art Unit 1617 



